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1 



WOOl/T^jSSl 



PCT/JPOl/03228 



\tmmz^^-mii^^'^\^x i B^-^i^h^^-t^m^xh^^. mmony-/ 
7 -r 7 yT.'&i&^xm^m \zm^ '^^x itu^^ 

nmx^m^-otz, 

^tz, fim<D^izhm^t(Dm\zmmw}m^ms.mKi^m^3\^m^rh<D^i 
$)^^, mmmm^mm(DQ.Mmm^mmr^Mmfim^n^x^^^^^. mm<D 
ny-y^^ryT.i&yo-mttiox^^rzo 

motctbiz. mmmmiyT.y'A^mmr^^t^MmL. ^oMmtizf^^jbLfz. 
^mom^ imxmm\zmLxmcm^^mmvx\^^^m^<Dmm^ 
mm^ntzmz. mi^m±f}^'at'D<Dm^ (mm. mmm^^) ^^z>^t\z^ 
o^i;i.^ti*a5f^ffl«, m'^mm>'7.y-i.\z^rimm(DmtiimmRzs/xim 
m^^mmt^^tiz^o. mmtu^mmz^n^mmmi'^m^\simxt 
^::t^M.ihvrz, i^. ^^o)mM^vzm^mms.i^m(DP^u<bf. m^^t 
f^momiz^^-f^mK^mh. mm\zmmt^ztf)^xt^o 
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ftM^6<)(Pharinacokinetic)fd:^tlt@Si'^ffl<^M'>7>xA{CP|-r^o mz. 
lfeViJiTMit:^#^Wl::iiJm$'J'ia?-rs C C Y P 3 A 4 

\z^*)m^n^ 1 oii«^i:^fflm<^Rii. x«cyp 3 A4Sria^-r^ i (Dmm 

m\z. :$immt. i (Dmms/xummmowp^^z^i-f^wcmmm'BLZs/ 

< t^\.^mmmm^m^■r^rctb(Dmmzm■t^. ^^aju^si^T^tf^ t < 

^\ti<Dm<^t't(DMmm^t^M<^i^mmm(D^=f-wz^-oxRm^^H^ 
sb<it, KDmm^mmmmm. m^\tTmnitw^m\zmmm-r^M 

mWM'y7.7-h.(0. m#lfr«^CYP3A4{CJ:0itllJ^n5 1(^mtl<h{?fffl 
mor.^, XfiCYP 3 A4€:Il«t-?>l©^^<!:CYP 3 A4lCcfcO{-^Mt$tl§ 
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moymo)^^ t < t^\f^M<^W}B^^ (Pharmacokinet ic) fj:^tl*i5f^ffl ^IsljiT 

vo'^p^\z^\i^Mm(om. ^ifi^ ^mxmm\zmvxw\cm^^mmr^ 
1 <Di^mt^mnof^(Dm'^ L < u\,mms.^m^\3iM-r^ijmizm-r^o 2^ 

:bmf^KmmmM^miz^-DXRm^o^immm(DW. i^^L<u^^m^ 

\,^\tTmnit'sw^mzmtiimmr^m^mmi^7.y'^^m^^^z.ii\z^K>. m 
i^mmmcY? 3A4iz^<oRm^n^ 1 (Dm^timm<Dm^ xiic yp 3 
A4^mmr^ 1 (DmmtcYP 3A4\z^K)i^m-^n^^MM<Dm<D, ^fSL 

{c43it§m«^©eftiR, mxmm\z^\^xmcm^^mm-r^i(Dm^ 

mmt^z.tf)^ibt^^mmmmx$>^o ^\z^^b<\t. \ih(Dimzii\^^xm 
mm<DCYF 3A4\z^^m^mmt^i<DMmz^^. m^mosfi^m^^ 
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Wi^\z^n^mm(DfRu. RmxmmizmLxmcm^^mmt^KD 

mmRU/x\miii^&:t:mmr^^t^^iE>tji^\^mmm<Dmm\zmr^. 
§^t3*3iriTffSL/<tt. k h(DW^iz:^^^xmmm<Dmmi^mmm\zj:^i^mt: 

t^^ibu^^mmM(Dmmx^^o stc*FSL<«. \=.h(Di^f^izii\^^xmmM 
0CYP sA4\z^^i^m^mmT^i<Dmm\zj:^. e^mMoibL^mm^oiti- 

^mmzmum-r^ct-f)^iE>rji^mmmM(Dmmxh^, 

m^mm\zu^r^cti)^6tji^. i(Dm<^tmmm(Dm<Dttf^v<u^^mmm 
m^mfj:mwKf¥m^jeiMt^:^mzm'r^, *^B^tt. i(DM^(on 
i^mmRU/xitnm^&:^mmbo^mmmm^m^\z^^-r^z:t^^?,fsi^. 
}ih(DWP^\zi3ii^m<^(DM. Rmxmmizmvxmcm^^mm-r 
^iommt^^mt(Dm<Dfif^L<ri\.^mm:EiPmt:mmr^:^mzmt^, 

it^mmLo^mmmm^mmiz^^'r^zt-A^^fji^. t hoi^mzisi^^xm 
mmommimmm\z^^Rm^mmt^ i ommz^^. ii^mm<Di^p^mm^ 

mmnmn. iscv^^, ymmm^m^zmmmbv^mmmm^Bmiz 
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§ ;i<h;0^e> t'j: -5,^*1^ <tft«^<^Pa^®»^ b < fcCVi^tlii l^.^W (Pharmacokinetic) 

1^1. ixmxi,mmi.zmi^xmcm^^mmt^m<^t^<^(Dm<D^i^L<fji\^^n 
PI c^^i^ \zxK)im^n^M!^t ±wm , xitmm t ^omm^m ^oi-f 

t-ki^<Dm. x« c Y p 3 A 4 fcck 0 ^m^n^M^tc y ? s a 4 ^mmt^ 

(Pharmacokinetic);^i:*SS:f^ffl^[HlMT^fcJe)(^fi£ffl{3M-r^. «BJ(i, 

« cD{*[^ (c 43 It ^ M ffiP# W ttiJcfflSPfi: ^ ain^T ^ mti iiii X X A © , 
t^<^(Dm<Dttf-^L<u\,^^Kim^^Mt^rztb(Dmm\zmr^, *^bjic*3 

mf^^nmmihmm. ^i^^itTmm's^mizmmmt^mmmm'yT.^M. 
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m^^^t\z^K). \ih<Dwn\zm^m^ :5^^> i'i.mxmmizmLrmc 
mmr^mmmm'y7.T2:^^m\^>^^tiz^r)^ hh(DmmmMm<Dm\^^'f- 

^1- 5^tlji^'>Xx A V^S 1 1 J: 0 , mmRmmm CYP3A4{Ci:0 

:^z.tti^ibu^mmmuzmr^o *%bj«, \ih(DWiHiz^n^M. 

\zh<D^p^\z^^^xm(^(DCY? sAAiz^^ixm^m^r^-k^iz^^. mm 
iinamm, rmni\:'Si^m\ztii.iiimmt^^tf)^'^fji^mMmmx$> 
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ii\,^xmi^<Dmmi^mmm\z^^ixm^mmt^-k^^zj^^. m^^oi^iHWim^ 

:M.{^m^^Mr^yjmizm-r^. mz, mmo^mtanmRzsyxmfi. 
iiimi<L^umv^^mmm\^Bm\z^^t^::tf)^^fji^. t hc^#:i^{c*5tj- 
§®iR, j^mxmm\zuLxmcmn^mmt^mmt'km(Dm<D!if^ 

mmmthmm, m^it. mi\:^(DmthM^mi^o^mmmm^mmizi^^-r 
^ztij^ibu^. b h(Di^iH\zii^^xm'^(DM^i\mmmiz^^im^mm-r^ 

mT^-r^i^mx^^o 

:^mm^^\zmm^ztmt^o 

i:f^ffl<£m(*L, fip-^> ^#I<^ (a) ®iR, (b) (c) f^Umo^ (d) 
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(a) m'^(Dim\zmr^ms.i^m 

hmmti^pL^b'hm^^h^D-AP 4 5 0 (CYP) Ta&s. ^<^mwi^&^tii 
mmmi^m(Dm7 o %^mm(DRm^tt><^'h<DX'$>K>. ^©-^-^ 9 5 %u± 
^iCYP brz^:s.i^mr$>^t^t)nx^^^o c y p izit^M^^m^m 
tE-t^*^. ^xhm!^(Dim\zmmu'i&m^MrzLx^^^<D7!}^. cyfia2. 

CYP2C9. CYP2C19, C Y P 2 D 6 SLr>*C Y P 3 A4-e*-5)o Mmt 

't(Di\:mnmizj^oxi^m^^if^cYP0^^m*^^^^x\^^^o ^tz. it^ 
mm(Dm&z:t\zi^m'&^ii^c y p oj^'f'm^mu o , m^Mi'mcDc y p 
\z^Knm-^n^m!^hwtEt^o 
m i;^^ scD c Y p tcck 0 {■'iiij^n^m^a)^^^?^^. e. (^f^iiJii^±Tig 

-^Ltcm-^izit. ■^<Dmm\mm(D^t ^ c y p ^xoig^ntttc j; o ^t^cC-s t^c^cD. 

CYP 1 A2ic<:};o{-^i«$n^^tij;:j>'cYP 1 A2^mmr^m^tLx^t. 

x:t7^U>, ;^7x'r>. 7x-:h-lr5^>, ^□^7'7$>> <^7'^a>, 7 

CYP 2 c 9{3=to{-^iit$n'5^#/&y^'CYP 2 c 9^mm't^m<^tLxit. 

i^i7nyj:i-^, -fzfu^^Ly. -irf-fuyj^y. tfn^'>;^}A. y)V)V\iy'u 
7x>, 'r>HpCi5''>>, 7x-h-r>. :*i;i'/N"7-iftr>', if^) 
"OOv^)^. ^uevK\ ^'u^tiUK, 7;i/77'j>> □-»t;i':$'>, hju-t 

^H. KD:htV-;i', ^7x:^Ai^, 7.>il/7 7 7x:I-7-;L'^ 
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CYP 2 c 1 9t3j:of^w$n^^tij5iaccYP 2 c 1 9 ^m.mT^m<^t b 
yA;i/b'^-;i', ^7j^A*;ukf^-;i/. ;t^y7^/-;u, 7>y:^^'/-;P, 

C Y P 2 D 6 tCck DftHJ^nS^i^RtJ^C Y P 2 D 6 ^laSr-Smtli: LT«> 

yD/i7xy>, 7i/:^'f-h\ ;<=^->i/^>, x>;^7'r-h\ 7./i;ux'r>, 

N-7°D h!;i'Tv-7U >. 7v-7'J>, ;^h7o — e>HD 

-^^ :^D7°^y p-;!', 7^7^ ^;i'7*hp->'U, 5i^ii>KP-;u. 7 
•^^trv;!-, --fe;up*ij>. 'jx^'jK>. 5"^uyv>. '^;i'7x:?-v>, 

Plfl:f>. H U 7;i/^U:t-;i/. 7;i/7x-:^'>*>, ^□;U7PTi^>, /NP^'J 

^P5y^5>, y;i/hU7°^'j>> 7^ 'J^^^'J 'r^y^^>, 

hU5y^5>, X'>y^5>. y;HfxA, 7P77P5>, 7S77$>. 

/'?p^^-fe^>, 7;L'^^-lr5">> T7°P5^'J>, /\'>^7 7+v>> 7;i';J?4^if 
x=l^7. hpp< h;i'7 7>, 7x>4^;i/a>, ^;i/^4^->u >, 

7>7x>^-;i/, 7x>:$'-;i/> x;i/7x>^-;l'« n;^!^, vtHPUT 

hDl/7>HT'f 7>';^PV-f h^n:^^-;!/, 'Jr hn:J-y-;i/, 
iS^yy>, syy^A. hU7'/7A, JJVzfyVyh. v7-ti/tA, y;nfx 
A, 7xPvtf>, -7x->'tf>. -hU>ve>. 7APve>. < X ^ v 

>, -;^)jUvtf>. -^:>?k:>, -y;i/vtf>, n>ii/vi^>. ^7°'J':/;i', vju 
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X7l?U>, rS^^P'JAX, ^A-T<->>, 75:^-i5?'D>, vVlf^^K, \^t> 
;<j;i/A*Ti:h!>, xhX^i/^K, h^J^^-y-t>. zy>nx^^>, DA'XiS^ 

xUH, 7;U3'$K. ^>y>-izhn>. lfhirhP>, '>ii-:/U H, p;U^y 
^y-tl-S x7>7^5^;i/v7if/1A, PXAy:$'>^*^^frf en-scE-s-pg 
m. 48 (6). 1427-1431. 1999/||#f4f^5^^. 14(9). 951-960. 1999). 

m^it. CYP 3 A4iz^oim^MMmMmiz^oixmmm^oif^M 

-XI'^^n^^sa^j^K^HC YP 3 A4 $ria^rs^. CYP 3 A4Tft«t 
$nS->i7o;^5i^U >^37i^PU AX, ^yVyA. hUT^^A, T-;i/7x-:f- 
v>#<&i/l^-:/7;L'-!yi^aL-X<i:^^{;MfflLfc^^tc, ^ti©jfii4^j8S±# 

7>tf^>>fiCYP 3 A4, CYP2C9> C Y P 2 C 1 9 X7xv 
t!>, 7;P77U>, v7-tfAA, '>^P7.>j^U>. vVlf^aK. K;i/7*^5 

(b) mtJCOPjJiKllM-r^^SSftffl 
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■5. 

(c) mf^M^izm-r^mmi^m 

mmrfm^^mr^<Dit. m^m(Dm!&x&^<DX\ sBmt^-^bxi^^^m!^ 

t:>y^7>5^>, k'>^UX^>. K=^VJUt'v'>« xh^j^S/K, iS'^V-;!/, 
ifA. -7xvkf>, -*;Uve>, i/i:7D;;;5itu>, ^^dUAX, 7-tr7*h 
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:5^^.>12 3, i^zi^i/y. n)[^\i^>. P^t^i^y :t)l7snV >^-^^mf<h 
y^f-uy, ■r7.hXxn>, v;i/^7ifA, -7xvtf>. 7x 

p>?tf>, -hu>vtr>, -:^j;i/>^tf>, ->;?p;^^}?u>, ^s^^^pijAx, 7 

;^p^-<e/>, i5't^>'7x>, x;U7x-:^v>, ^p;i/ypTv>. -IiU7°p 

(d) m^(Dmmizmt^m:s.if^ 

^;uxP5^>75Kv h^yu>, xi>^x5^;u7>^x'7A^*^^tf e>n§. 

n^. 'ij^^(DM^mmy7.TL.it. mm^i'^m^^^mzm^L^^m^-mm/^ 
^-y(Dht\zm^^\zmoih^. BMtLTmn(Dmmii}i^'^'i^^ :i t^^m 

t^izmmiti^A^^^^^^ii'f^ ^ ^MT^fz ^<j)^-'7y^^ y ^'^'Wi'p. 
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B -> X -r A © ffl i « it {d ^ -5 , 

WiU^mm\z^ 0 B^mzmtiimm^mmt^^^h$>o , ^^rn^^m.'^.t 
LTmmt^f}^<D^m\zm^u\^^m'^^3c>^, 

^m\t'^(Df^'&umzi^^mzmmm^^z.t\z^y). mm^^<Dmm^tm. 
^rs, ^mxmm<Dm.^^mmnm^-fi^-r^t\z^Ki. m. 

'stkmmmmiz'Di^yx&.rizmmt^, mu, *^Bj(7)^tiiiii>'XxA«. 
(1) mmmihmmmi 

mmimmmit. mmizmmomm^mih-^n^m^-'^mfmmmt^i^m 
rh^o mit'sm(D7K6^\zmbrzmm(D&-^\zj:i)mm^<Dm<^(Dtii:iii^mp^-r 
^mm^m^x:^io. ^<,zmL<mT<D^^y'(Dmum^^nx^^^ (^tij 

M^, 41 (6). 35-38. lB99/m^(0$>^P^. 178(8). 441-444. 1996) , 

\zmv. \^mnmLxi£ti\z^<omm<7)^m^m^mMi.xm(omm^^m 
\zmto 7i^'^^m^LX{^^>^Bm^^xm^^m^-^^^x(DmmAm<imtii 
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* » 

mtl^mi\'S:M^-t^o ^iR^p°DXll(Pharin Tech Japan. 4. 1415-1422, 1988) (DTE 
S (time-controlled explosion system)-^. SjU^M 

(Chem. Pharm. Bull., 1 1, 3036-3041. im) (DBm^mmM^^^U^m^'^i&yii^m. 

ttizf-t)i^if^m<DMm^i^mzmLxt^ii!,^n^o mmn^^x(Dmm^mm 

mm^M^t^. Scherer DDS(Pharin. J. . 247. 138. 19900 Pulslncap Tic t*;&^^tf 

mmvxnu(Dmmm^m^^\^xmtm(Dt}^^>mms.i^mt^m^. m 
m(Dmm^^mbxMmf)mih-^n^o mmnrnm. 19.392-399. irnxD^^ymiz 
ir^Yz>^v hRs. nm\z-^mLh^m-^^t^mmf^E-h^mi^t\.^. 

-^^=f-¥)v^mm-^'^x. p^w^(ommi^^m\z^\^xm^n^o ¥)mjSL. f 

)Vmmii^'&'^nfii^^'^'^^o i^y;^^(Eur. J. Pharm. Biopharm. .40. 246- 
250. 1994)<7)t KP + vT'Ptf-'l^P^^^^Hl^l^P-XgtSS Chronotropic DDS 
.^l*:^^^(Chein. Pharm. Bull.. 43, 31 1-314. 1995)©^tl^^^^Hl:: Ka^v-X^" 

m\'Bi.w\^ Yu^'}VM'&^^=i-^n^u^\^&^f^^\^xti^mmm.^mn 
Ltc, cmmt. mzmmmmmcYP 3 A4\z^ioim^nm^o)m^ 

'^mx$>^o comm'tt. mmm^mi^mizm'^^^^izmm. mm^^^^ 
{z, m^^'^^Lxu^mmmz^m-kmrnm^R^^^^^it^m^i^^K 
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•I 

4 m L ^:iT(Dmm^^^t^^(Dmf^ l. < . u x5=- > ^ u n • ^ u tf 

;i'-k;i/D-X:M- 'J "^A, h KP^'>x5^;i/'feJi^o— 7., :^;i/7}^4^->t'x;U)j^'j 

(2) TM{b^*itm$'Jt2?tJ^ri 

tH^n-S. :t/\'r?f:^^^ (Science. 233. 1081. 1 986) RrJ^'n.^J';*:^ (Pharmaceutical 

Research. 9 (12), 1540-1 545. 1992) (D Azoaromatic polymer ^lil^^S® C07 VStc 

50863) Rt>'7^'r 7';U^y±^(Pharmaceutical Research. 10(10), S218. 1993)(D 
Polysaccharide H>'^5'*—t'l::ctO^^$n^^<h^ffl 
t^fc'>7>xA. ^Sim^(1#F?§¥ 4-21 7924) V^y^m^^fz^ ^+^:^--i^}C J; 
O^jlP^n^v-XxATi^'^tf btl^, ^<D{lll, 11^;*:^ 
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(Proc. Int. Symp. Control. Rel. Bioact. Mat. . 17. 130-131. im)(D:k:m[HizWU-r 

Micii, ihrnxm^'j^m^^ 5/28963 ^)c7). mMm^mmbxmM 

r^xmp^mm\z^Ki^m^^^'^f)^iz^^t^mmtt^^tj:^mit'^'p<D'^Mi 
xi^mmzmf^^nttit^iy7.TAX'$>^. 

wm'imm^m^^x. mn^rzmmn^^izmi^tz^mxiitmmomw. m 
mm. ^(Dm<Dmi}m^m^^x. -^miz-^itox, mnmmmm. mnm^mm^ 
rz\mm\tbxmmt^cti!)^xt^o :^%m(Dmmmmt. mammmM^^ 

jEtc. :^^B^<Dm<^mm'y^Ti^t:mmLrzmms.rfmomm'yX7'2^^z-D 
\,^xmwM.i^m(Dmm\z^-i:^xmm'r^. 
(a) mm<Di^m\zmt^nKi^m(DJsiMi^7.7'A 

mm±x^^brzm^^z. i-mmm^(Dmfmiz'^^mmMmmm^^iix. 

m\z^r)Rm^n^mm^'t(Dmmm^mmt^m^t!i^mx'i^^Lrzm^\z 

T, mmmf)^M-^nrz-^mm'^^z. w^mnmomm-^mmm^zmmt^j^ 
viztmmm^mmr^^tiz^ox. mmwmm^o^mmmtom^^mM 
xt^o ^tz, mm^r^mm^mmzmmmmt^^tiz^^x^. mmm 
t(Dj^^B^(DmmmM^'t'bLMMmMM±(Dn'^^mMT^^t^^xt^, 
^fz. cY?\z^^mmwi(Dm^^^^^^cYP 3A4^t. -\-=.mmRU 
^mf)'^t^^n^mhmzhf{^B'7^^mm^st^\t^^uio^<^^bx\^^^(Dx. 
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■BLU-tn\zw'!>ik^mm±^it. m^<Dmmmtu.mm\z9F:'rmKi . n-Ay^ 

mMxt^o 

ia^n^mit'^<om^^M^nznihu^mm^W:iz^'DX. 

M<^!S5i^mm^$>^mmiS:ri^rzm\z!Sa.'^\zmm^'i^^z.t\zj:r,^ sssl^px^m 

'^mMim^mMxt^. 

m^L^t. TXeU >{Ccfc'5 7-t h'N+lt^ H<!:Jfil*ge<!:(^^S'&ia«S:y-'lfil4' 
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fl!lCD ^Ti ^^^-^ L. T t.^ T cfc . 

\iKy(DW:mmtum\x'^m^nz.n7°9y\t. si^^A-r^mg 5/0 3 3 0 
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M!^n-n-:f^y lamsp, hpmc 2 9 1 o 3S»gB. 5j^'jy;u^-H 

80 0. ^mmW>^i^i7UU)K^y ' J-)VUW. : 2) 8 5. 5 fi* 

5 0 0 kg/«=Tii^6. 5mm, -^a&^c 0 1 5 0 mg »JtC, 
;J?UX5'l/>^=^1^"'f K (Polyox® WSR303) 6 2. 5 mg Dif— ;U6 0 0 

0 18 7. ^mg^%^^-QU^\y, ^mUtL. ^-i:>(C^^€rfiBBL., :r'r 
;uyi/;^S:fflliTff^JEl 0 0 0 k g/^^TiStl9. 5 mm, -IS*;tf34 0 0 
mg (mS&n-AVi^^ 2 0mg) ©*%Bj©:t^|gS:itBLfe. 

x;i/5^7-fe*A(?P7ti|ifi^Xll(^)) 1 0 oa«g|5(CTi7P:i-;i.6 0 0 0 5 
Ofigffi^^j&nb, ^li^^+T^g^L, :t^;uyu;^^^fflliTtT^SJBE5 0 0 kg 
/«=Ta^7. 0mm, -il^fct) 1 5 Omg©1il^«:#/S:, S'JlC. 5j^'jX5^U 
>^^1t^ K (Polyox® WSR303) 125mgt'7i7D rf-;U 6000 175m 

IT^JEl 0 0 0 kg/fl^-eaSl 0. 0mm, — ^ife^ 0 4 0 0 mg (02|s:^h^(^> 

>rhn:hy-;U (Sigma tt) 1 0 oa»g|5lc'J 1 0 oaSg&^«L, 
a^4'Tii-&t, :^-'1';i/yk;^^i£ffltiT*Ii£JE5 0 0 kg/tt^T-ia^B. Om 
m,-^ifefc0 2 0 0mg©iKI^5r#Ac,giJ»C,7j?'JX5"U>:t=^it-r K (Polyox® 
WSR303) 1 5 Omg .hT^ Pif-^l/S 0 0 0 1 8 0 m g ^?Li*^ff^T^^ t , 
^tSgB<i:L, pf'iil^diK^^&EeL, :f <;uy l^XSiffl^iTlT^JE 1 0 0 0 k g/ 
ft-CittSl 1. 0mm. -^SfcO 5 3 0mg©2|s:^Bj©W^^^J*illitL'/i. 
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^m.u-n-f'^y HPMC 2 9 1 0 3m*SP. >^?•Jy;^^-^ 

80 0. 5ma§l5^v^OPp<^> • /rJ'y-^ii^ (8 : 2) 85. Sfi* 

5 0 0 k g/t^T'®S8mm. -i^fefc 0 1 7 0 m g a)^^Srt#fc. S'JIC, jJ^'J 
X5^l/>:t=l^1t-r F (Polyox®WSR303) 1 5 0 m g (hT^ O 6 0 0 0 1 

fflViTfrlSJEl 0 0 0 kg/tt-CiSSl imm, 5 0 Omg i^mn 

■irhii:hy-;H 0 0mgi:^X>i?5 0 m g Sr^LH^^'Tii^b. ^-f 
■9-^ H (Polyox® WSR303) 1 5 0 m g (hT^ P P'-;l' 6000 100mg$:?L 
1 OOOkg/t^TMl 0mm, r-i|$,fe 0 4 0 Omg(7)*^BJ®W^IS^J^ 

14^7 1 0;5^b 8 4 O/jmCOy >/11/;i/ 5 0 0 g 'Srji'L^r^fjiafilit-Anteij 

iince«2 4 0 g^7K-x^y-;u (3 i) (^rt?t7 2 0 s\zmm\^ 
tzmm^mmLm^ibu-y^y 1 23 300 g:Bc);a^7T;ui?5 0 0 g 
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^mmt^. oviT#e.n^p-;$^a>i 2 3mm^2 0 0 g^mwim^-'r^ 

□ -i5^5>l 2 3 ^^^14 2 8 0 g^t#fc. 

7P'fe$K 4 OmglC^i^^^aP— X2 0 Omg^&Sn^T^i'a-^. :t'f;i'7° 
UX{lT4Ti^J£2 5 Oke/¥fiZXnmV, itS 7 mm©i£?fiJ^#fe. 

\iy3fy h®E/h: HP+->:/ptf;i'P^^;i'-fe;up-x (4 : i ) (^)x^y- 

)]^/7i^mm (6 4:2 6(m*gI5)) ^□-5^>^L/cc!::i5, 2 OmgCDS«±i 
JPT^ofc. ^inict: KP4^>'^Ptf;Hz:>)UP-X07KJ^?^&ii-5^>^'L7t:t 
;i66.0mg(Dafitil)PT^ofe. C©^j^JlC:tl' I'y^y h®L/^;U^/^ 
X>^ h UX^;U (6:3:1) (DX^ y -)V/7^mn (17: l(SSg|5)) ^ 

□ -5^>^L/i(i:il5^ 2 6 m g CDfiMJDT'feo fc. 

s/Hic<fc^7P-t5 \^(Dwmm^mBmm\z\z^ox^r^ifsL^yu't^ hcd?^ 

ate : 2 0 0 r pm) , =&PtrBl«lC-y->7'U >y&ff •tJ->7°U >^'?t-(iS^(D 
n X A'^:?' > ^ U V JCcfc 0 tR'J^ L rc. 
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« 
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;u5*A® B) ^mMA^mm (phs) ro. 2mg/m 1 (Dmmizfji^^om 
(2) n-/^-f^>^^mni^^^7mm:^m:n=./^zfy>^^m7mm (p 

(mm I) 

m2 ommm^i.rzm\i-y)vx (n = 6) tc. ^y^yA^^mu^^myi^ 
mm^&mn^-^m'/yy'^^^^'^^o^-^ (4mg/E) u/t. ^-^^^ f^^^ 

m2 ommmtrzm\d~y)^it (n = 6) ji. □-Ayi5'>-^w^iPS^ffl 

$^y7A/iiPS4ffl7KJ§?S (4mg/'E) 2:ilPlS4ffl^/>x^ffl^^T 
(Il®^3) 

ilU2 OB#FBl«fetLfcith'-^;U;^ (n = 6) tC, 1 ©□-A'7°iS' >OB# 

ISScmS3SiJ^7K3 Om 1 tth\zmn^^ (2 Omg/E) Ufc. S43 0^^ 
\Z. ^y'/yl^^^mo^k^m7mm (4mg/E) $:MPf3:4ffl^y>x$:fflVi 

a iS'* y ^ A M ^ H P L C / U V ft (let 0 TiJ ^ L . 
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AUC (ng-h/ml) 




9 . 0 ± 6. 0 




2 1. 2 ± 8. 5 * 






10. 9 ± 7. 3 



* : p<0.05 1 ) 



m (AUG) ^^2B}^±\zu^m, ^Mu^it^^-i^tc (SI) o 
z.(Dmmit. cYP 3A4\z^^^-'immu^t^n=./i-:f^y:fyi. /hJiiT 

D ^ ntz'mz n - ^ y^tktmr^rc ^ . n n/ty yt^'hrniBLXSmx- 

(DCYY> 3AA\Z^^^-yVyh(Dm^^m'^^t. "toy^^. ^^'Vyh.(DM. 

^m^^^xSA\5c\z^m^'BL\t^ti'h-^otzh(Dt^7Libn^o ^tz. ^yvy 
2^f}^5k^^^'E>m^vrz'i^^ n-/%^yy(Dmm^mz^m^rzit^^{zm-^n^ 
moM-^m^^-iiZSAvcMti-^nrzc 

C Y P 3 A 4 H cfc ^ f-^fflt ^ IfiST >';l'^ 7 if A C Y P 3 A 4 H ci; 0 ft il^ $ 
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)v^t!2^® a> Rochettisiji, aj;ti^M^iR56) ^mm7\(-mm (phs) to. 

2mg/mL(D|iS{C7:j:^i^l^M, HPMC 2 9 1 0 <£5 3^^^ AWHfg* 
(2) v;U5"7-lfA'^WSPS-^ffl7K^?K : v;P^7-tiA<&2 Omg/mLO^ 
(^1^4) 

*U2 OB#rBm:tL/clit:-i:^;i';>i (n = 3) tc, ^ A^WMP^-^ffl7K 
^^<&igP^4-ffly>x<£fflViTiiP^-^ (4mg/E) bfzc M»#6<J 
WJK^MtS^ e> « ^ fr « 4^ 5 y 7 ^ A iSS $ H P L C / U V ^4 (c J; 0 ZliJ^ 

m2 omi\m^Lrzm^-'if)i:^ (n = 3) tc, >?;i/^7-fe*A^WiiiP^#ffl 

7K^^eE^iiiP^#ffly>xSrffl(/iTMP^-^ (2 0 0 Omg/E) L. |W|I^IC5 
yy^AiiiPS4ffl7j<?§M$rMP4S-^ffly>x^fflt.^TMPiS# (4mg/IZC) 

ig^$:HPLC/UVfe{Cj;0«'J^Lfco 

m2 ommm'kVrzm\i-^)\^^ (n = 3) tc. ||»J2®^^J^7K3 OmL 
tthizmo^^ (2 0 0mg/E) U, |5lfl#tc = ^'77A^Wiiint54ffl7Ki^ 
M&iSPiS4ffly>x^fflliTiiiP^# (4mg/E) Lfz, ^yVyL^ik^m. 
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^2 B.yv^A0ikm'¥mm<D^i^Avc 




A U C (ng • h/ml) 




5 5. 0 




16 2. 6 


mm 6 (mmM2(Dmm^i^m) 


4 8. 9 


mm4^^zsmms(Dm^f}^^mibf}^u^oiz. 





rmm (auo ^^3iBmm\zu^m. ^MrMt^mbtz (S2) , :i(Dmm 

it. v;i/5^7ifA75^'C YP 3 A4(Iet:Sf^ii^PI^Lfc*5m, ^^'V^AOAU 

yvyh.ti^fm±.^xcY p 3 A 4 \z^y)Rm-^ntzmzi^)v=j'7Mj^^m\ht 



umms 

C Y P 3 A 4 d; § f^i» ^ M T S ^ h □ 7- ;U i C Y P 3 A 4 tC ct 0 f-^Ht 

(1) B.y^/yA^tmn^^m7Kmm:nim(D^y^/yi^&Mm m&^: h 

a, Rochettilii, lU;tt^®{^I5^) ^:^i57K^?^ (pH3) TO. 
2mg /mLommzU^^i: ^mm'^. HPMC 2 9 1 0 ^S.yVy ACD^i^M 

mm\zt^^j;:v\zmmL. mni^^mmtLfz. 
(mm 7) 

^f]2 Ommm±ltzm\i-'!f)\^^ (n = 2) (Z. 5^'V'^A'^WMn^54ffl7j< 
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f!^2omfi\m^Lrm^-if)vi^ (n = 2) \z. ^hui-'/-}ut^mnn^ 

tthizmnu^ (2oomg/E) LmmzB.yvyi:.tmmDn-^m7i^mm 
mmm\zmfeLMf)^i^usssL^m\ jtsLm^^^VyAmm^HFLc/vYmiz 



m^^T^iZyKto 





AUG (ng 


• h/ml) 




6 8. 


7 




2 4 5. 


5 


iis^9 immM3(Dmm^mm) 


6 9. 


5 



mm7 ^j:xfmm8<Dm^f)^^mi^f)^t£^'Diz. ^.y^/yAomn^^wnz. 

SSI (AUG) t^^BUm^zt^^^s ^MUmt^^sLTz (^3) « CCDlMISfS, 
'5rh3:^V-;i/;&«CYP 3 A4l3c);'&f^at?£ll$LfclSm, S^V^AcDAUG 

(Dm±^hrzibLrzh(Dt^^ibn^o 
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(1) n-/^-f^>^:nmn^^^7iimm:PEG 2 0 0. 5mU^J>mt^m 
u-n-f^y^l : 1 : SOit^T^^L. 1. 6 7 m g /mL (T^iigfCT^cSd: 

(2) 'y>n7.^^>^U^^m\:tiWL(0^)if^n7s^ (MS^) 
(IIS^l 0) 

U.^lB^\zm2 0nm^\.fzmtszL^^^)V (n = 6) (C. x>/\'X^^ 

\^^UM^iyyn7.^^>i&^^hC/US/USm\Zj;iK)m^Lfz, U.^2B^ 
ckOlstS^e 0B^-C, «^*1}2 O^PBli|6:ftLfe^:^7-^-i'1f;u (n = 6) \zn- 

'>>;tX:S'^>^<&MnS# (2 5mg/E) U/i. fe-^^, 

75^ e. ^1(1 fT V i Jim * X > A X iJ' 5^ >^gg ^ L C / M S / M S {3 ct 0 ZPJJ ^ L 7t 

o 

(^®^ 1 1 ) 

W^lB^\Z^^2 0m^^'khtzm.ti:L^-(^)V (n = 6) fc, f>>A'7>i5'5' 
>^^MP^S-^ (2 5mg/E) Lfco S-^^, MB#W(CBuKM;i^ bJIifa^fT 
t.iM4'v>A-7.^5">yl^$:L C/MS/MS?4tC=b D^PiJ^Lfco IS^ 2 B g 
ctOK^ese^T, %m'i2Qm^^^Ltzmti:^^-1^)V (n = 6) {CUM 
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^4 '>>A*XiS'^>(D«4'igg®¥l^AUC 





AUC 0.24 


AUClt 




(ng • h/ml) 


St®^6 Ba/1 BB 










6 2. 7 


X 2 4. 1 




8 0 6. 5 


(5 4. 1-5. 8) 


1 1 ->>A'X^^>maS4(IS^ 1 B @) 


6 5. 2 


X 4. 1 




3 2 4. 3 


(7. 4-0. 2) 



, ^rzsk^mmmmmmTmm (auo 4^gj^j^±{c7:cs^, 

^Lfz (S4) o □::iA"7°^>75^'CYP 3 A4{Cct^{t^^ia^L 

m^m. i^>/'^x^^>mtmm\zf^o^^i!mmLrzm'^. '>>a7;^5^>© 
7i^mmtmmmiz]tLmL<i&\.^m^^7r:Lrz («4) . ^•:>x:^^BM(Dmm\t 

, -> > A'x iS' ^ >;&^*/MS ±a5T CYP3A4li<i:0f^i*$n;^c^{c:3nA'y^> 

o 

mm^mmmmmcY? 3A4\z^ioim^^i')^^m^(Di(Dmmz^^^m 
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mth. mztmm^a^mmx^^o 

Tt^o t^oT. mmtm^mm\zj^Lxmmt^mmm(DmMmmf}m^:it\z 
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m M o m m 

(Pharmacok i ne t i c) Tic^i^ffiSf^ffi ©iHlii X X A . 

(iCYP 3 A4<l:E$-r'S 1 ©^tltC YP 3 A 4 fCcfc 0 f^it^n-S^fffi^ 
(Pharmacok i ne t i c) 7^j:^tliaSf^ffl ^ UliSiT 5 J6 (D^ffl . 
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iff t U < P^j; ti^i^iiSi^fi*) (Pharmacokinet ic) T^cmtltBSM iHljiir 
fife. 

12. icD^ti^BtPMi&tiiS'ji^p, m^itrm^it'^^^mzWLiiimmr^m^m 
m'yTsT'i^.^m^^^z.tiz^Ki^ mmmmmcYP sA4\z^oimi-^n 
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5. t hoi^p^\z^^^xii^^m<Dmmixmmm\z^^im^m^t^ i c^^ti 

6. t h(7)#:p^{C:}ol/iT#fffl^(7)C YP 3 A 4 iZ^^iXW^M^T ^ 1 <73litl 

y^A. 7)\^^^'/yA. vT-tVtA. y;i/exA. 7xOvtf>> -7x 
vtf>. - hU>vtf>, 7ADvbf>. <7.7vtf>. -:^;i/'>*fcf>, - 

^:vtf>, iiy;u5;hf>, -;u>'if>, ^yu>';t', v;u^7ifA, 

7XT-5y-;p, x;^7x•:^>'>. ny^z^y. i/ ^ uTsit^^) y . ^ 
^□UAx> ^/iT<->>, j^^^ny. yv\iv^Y. ^)Vti<y. 7° 

□ /I7xy>, 4^-v>, -f^7°75>. 7a h 'J 7'5^U >, ^□57*^5 
ti)Vn-7M\Ly. Xh7.i^->5h\ hUp^:?>^:t>. ->>A*7.:$'^>, P/t 

7.^=j-y. y)vn7.^=^y. 7 Vuny.^=f-y. xh5jf->K. ^4^x775 
H> ^=^^yys.y. \Ly^v7.j-y. \iy 

^^jx^y, -lyiz-fy^jv. u S:Mf;u. ^^i-\i)V. 7-7.V7.^uy. y 

UHxyD>, ^^;1'7'UHx7p>. x=lr1t^iS^y>> ^□^7x;U, 7 
;i'7 7U>, 7^:h7sx'Jh\ 7;i/i$'5h\ ^>y>-feho>> Ifh-fehn 
>. y'-ti-yj H. nJl/^^y-;!/, yx+t-= K. x7./5=-;i/v7-t:/\'AS.C/D 
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19. }ih(Di^n\z^n^mm(DM. imxmm\zmLxmcm^^ 
mm, 

2 1. t h(Di^m\z^^^xmmm(DCYP 3 A4\z^^im^mm-r^i(Dm<^ 
^mmninium. ^^m. rmmwmiSimzikiiimm-r^zt^^<^u^m. 

7^A, T^Zfy'/yA, v7-tf/"?A. y;UexA. 7xDvtf>, -7x 
>?e>. -M^>'>'fcf>. 7AD->*tf>> <X^xtf>. x;^7;i/ve>. - 

tve>, -v;u>?e>. -;L'vhr>, ^7'Uv;p> s^;i/5^7-t:*A. ^^/t 

^□'JAX, ^/^-^-Ti^^. T^^yny, vyfc:^=K. 'JK;t?'f>, y 
□ /t7xy>, 4^-.v>. <5y^^>, 75 h U 7'f''J i:7D$7'^5 

;^;U/\'T-tftf>, XhXi7->=K, hlj^i?'>*^>, '>>A'7.^^>. P/N' 
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2 5. 1 (Z)^ti^B#i5M*jftB$ij}£P, ^^^i. mit'^o^ntamiiL^mmLo^mmm 

2 7. 7>7x>^li;l/. 7x>^-;i/, 7>;i/7x>^ 

^/^A. 7)ly°yVyA, v7-feVN'A. 7xDvtr>, -7x 



35 



wo 01/78681 . 



PCT/JPOl/03228 



-y;i/>?tf>, -;u>'fcf>, ^yjv';!/, >^;u5'7-tfA. ^7/1 
i^DUAT.. 7A'T^'>>. Ts^r^s^Dv. v^vbf^aH, u kj^jo, y 

;^j;W\-7-tftf>, xh7.i:7v=H, hUp^i5'v^>. x>A'7.i$^5^>, OA 

Ts^^y. y}vn7.^^y. 7 ha^T^^^y. jiht^y\^. -it^T.yrs. 
H, A^'j^=i^-fe;i/. ^"E^yyxy. \^yyy7.'^y. My 

- A'/iS' >;&^ ^iiJ^^nSffi^-li-T^SW^Jl 8 tE« CD 

2 9. m^<Dwn\z:i5\t-f^niiimmRU/xitm^&^mm-r^mmmmyx 

T^AcD, ^t/ <h:ft#)(^rBlc?)ff ^ L- < /J:t^i^tl»)^^6^ (Pharinacokinet ic) ^'jitg 
Sf^ffl ^ [HIM T ^ J?!) isgffl , 

3 0. mmoa^ip^iz^ifi^ntiimm^z^/'xitmm^^Mm-r^m'^'^my 

(Pharmacokl ne t i c) T^C^^fflSi'^ffl ^ iHlM-r ^ 
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